Background: The use of surgery for metastatic lung cancer has been established recently and the indications have been extended to multiple and bilateral lung metastases. However, in some patients, secondary lung metastasis appears soon after the first pulmonary surgery, making
metastases. 2 However, in some patients, secondary lung metastases appear soon after the first pulmo¬ nary surgery and are difficult to manage. In our observation of 120 patients who underwent surgery for lung metastases, secondary lung metastases de¬ veloped in 12 patients (10%) within 6 months after the first operation, and their prognosis was signifi¬ cantly worse. Figure 1 shows the Kaplan-Meier survival plot of these 120 patients divided into two groups, those who developed additional metastases during the first 6 months (lower curve) and those who did not (upper curve).
We hypothesized that postoperative weakening of tumor angiogenesis suppression mechanisms may play an important role in the recurrence of lung metastases. (Fig 2, A) . The peak value was at 12 h after surgery and it was significantly higher than the values before surgery (p < 0.05) or just after surgery (p < 0.005) (Fig 2, B) (Fig 6, A) . In contrast, microvessels were rare inside the metastases < 2.0 mm in diameter (Fig 6, B) . In all groups, the microvessel density was 
